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<120> Peptides and peptidomimetics with 

structural similarity to human p53 that activate p53 
function 



<130> 2973.19998 



<140> 08/894,327 
<141> 1997-12-04 
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<150> 08/392,542 
<151> 1995-02-16 

<160> 35 



<170> FastSEQ for Windows Version 3.0 



<210> 1 

<211> 1317 

<212> DNA 

<213> Homo sapiens 



<400> 1 

gtctagagcc accgtccagg gagcaggtag ctgctgggct ccggggacac tttgcgttcg 60 

ggctgggagc gtgctttcca cgacggtgac acgcttccct ggattggcag ccagactgcc 120 

ttccgggtca ctgccatgga ggagccgcag tcagatccta gcgtcgagcc ccctctgagt 180 

caggaaacat tttcagacct atggaaacta cttcctgaaa acaacgttct gtcccccttg 240 

ccgtcccaag caatggatga tttgatgctg tccccggacg atattgaaca atggttcact 300 

gaagacccag gtccagatga agctcccaga atgccagagg ctgctccccc cgtggcccct 360 

gcaccagcag ctcctacacc ggcggcccct gcaccagccc cctcctggcc cctgtcatct 420 

tctgtccctt cccagaaaac ctaccagggc agctacggtt tccgtctggg cttcttgcat 480 

tctgggacag ccaagtctgt gacttgcacg tactcccctg ccctcaacaa gatgttttgc 540 

caactggcca agacctgccc tgtgcagctg tgggttgatt ccacaccccc gcccggcacc 600 

cgcgtccgcg ccatggccat ctacaagcag tcacagcaca -tgacggaggt tgtgaggcgc 660 

tgcccccacc atgagcgctg ctcagatagc gatggtctgg cccctcctca gcatcttatc 720 

cgagtggaag gaaatttgcg tgtggagtat ttggatgaca gaaacacttt tcgacatagt 780 

gtggtggtgc cctatgagcc gcctgaggtt ggctctgact gtaccaccat ccactacaac 840 

tacatgtgta acagttcctg catgggcggc atgaaccgga ggcccatcct caccatcatc 900 

acactggaag actccagtgg taatctactg ggacggaaca gctttgaggt gcgtgtttgt 960 

gcctgtcctg ggagagaccg gcgcacagag gaagagaatc tccgcaagaa aggggagcct 1020 

caccacgagc tgcccccagg gagcactaag cgagcactgc ccaacaacac cagctcctct 1080 

ccccagccaa agaagaaacc actggatgga gaatatttca cccttcagat ccgtgggcgt 1140 

gagcgcttcg agatgttccg agagctgaat gaggccttgg aactcaagga tgcccaggct 1200 

gggaaggagc caggggggag cagggctcac tccagccacc tgaagtccaa aaagggtcag 1260 
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tctacctccc gccataaaaa actcatgttc aagacagaag ggcctgactc agactga 1317 

<210> 2 

<211> 393 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Glu Glu Pro Gin Ser Asp Pro Ser Val Glu Pro Pro Leu Ser Gin 

1 5 10 15 

Glu Thr Phe Ser Asp Leu Trp Lys Leu Leu Pro Glu Asn Asn Val Leu 

20 25 30 

Ser Pro Leu Pro Ser Gin Ala Met Asp Asp Leu Met Leu Ser Pro Asp 

35 40 45 

Asp lie Glu Gin Trp Phe Thr Glu Asp Pro Gly Pro Asp Glu Ala Pro 

50 55 60 

Arg Met Pro Glu Ala Ala Pro Pro Val Ala Pro Ala Pro Ala Ala Pro 
65 70 75 80 

Thr Pro Ala Ala Pro Ala Pro Ala Pro Ser Trp Pro Leu Ser Ser Ser 

85 90 95 

Val Pro Ser Gin Lys Thr Tyr Gin Gly Ser Tyr Gly Phe Arg Leu Gly 

100 105 110 

Phe Leu His Ser Gly Thr Ala Lys Ser Val Thr Cys Thr Tyr Ser Pro 

115 120 125 

Ala Leu Asn Lys Met Phe Cys Gin Leu Ala Lys Thr Cys Pro Val Gin 

130 135 140 

Leu Trp Val Asp Ser Thr Pro Pro Pro Gly Thr Arg Val Arg Ala Met 
145 150 155 160 

Ala He Tyr Lys Gin Ser Gin His Met Thr Glu Val Val Arg Arg Cys 

165 170 175 

Pro His His Glu Arg Cys Ser Asp Ser Asp Gly Leu Ala Pro Pro Gin 

180 185 190 

His Leu He Arg Val Glu Gly Asn Leu Arg Val Glu Tyr Leu Asp Asp 

195 200 205 

Arg Asn Thr Phe Arg His Ser Val Val Val Pro Tyr Glu Pro Pro Glu 

. 210 215 220 

Val Gly Ser Asp Cys Thr Thr lie His Tyr Asn Tyr Met Cys Asn Ser 
225 230 235 240 

Ser Cys Met Gly Gly Met Asn Arg Arg Pro lie Leu Thr lie He Thr 

245 250 255 

Leu Glu Asp Ser Ser Gly Asn Leu Leu Gly Arg Asn Ser Phe Glu Val 

260 265 270 

Arg Val Cys Ala Cys Pro Gly Arg Asp Arg Arg Thr Glu Glu Glu Asn 

275 280 285 

Leu Arg Lys Lys Gly Glu Pro His His Glu Leu Pro Pro Gly Ser Thr 

290 295 300 

Lys Arg Ala Leu Pro Asn Asn Thr Ser Ser Ser Pro Gin Pro Lys Lys 
305 310 315 320 

Lys Pro Leu Asp Gly Glu Tyr Phe Thr Leu Gin He Arg Gly Arg Glu 

325 330 335 

Arg Phe Glu Met Phe Arg Glu Leu Asn Glu Ala Leu Glu Leu Lys Asp 
340 345 350 
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Ala Gin Ala Gly Lys Glu Pro Gly Gly Ser Arg Ala His S r Ser His 

355 360 365 

Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu Met 

370 375 380 

Phe Lys Thr Glu Gly Pro Asp Ser Asp 
385 390 

<210> 3 
<211> 390 
<212> PRT 
<213> Mus spretus 

<400> 3 

Met Thr Ala Met Glu Glu Ser Gin Ser Asp lie Ser Leu Glu Leu Pro 

1 ' 5 10 15 

Leu Ser Gin Glu Thr Phe Ser Gly Leu Trp Lys Leu Leu Pro Pro Glu 

20 25 30 

Asp lie Leu Pro Ser Pro His Cys Met Asp Asp Leu Leu Leu Pro Gin 

35 40 45 

Asp Val Glu Glu Phe Phe Glu Gly Pro Ser Glu Ala Leu Arg Val Ser 

50 55 60 

Gly Ala Pro Ala Ala Gin Asp Pro Val Thr Glu Thr Pro Gly Pro Val 
65 70 75 80 

Ala Pro Ala Pro Ala Thr Pro Trp Pro Leu Ser Ser Phe Val Pro Ser 

85 90 95 

Gin Lys Thr Tyr Gin Gly Asn Tyr Gly Phe His Leu Gly Phe Leu Gin 

100 105 110 

Ser Gly Thr Ala Lys Ser Val Met Cys Thr Tyr Ser Pro Pro Leu Asn 

115 120 125 

Lys Leu Phe Cys Gin Leu Val Lys Thr Cys Pro Val Gin Leu Trp Val 

130 135 140 

Ser Ala Thr Pro Pro Ala Gly Ser Arg Val Arg Ala Met Ala He Tyr 
145 150 155 160 

Lys Lys Ser Gin His Met Thr Glu Val Val Arg Arg Cys Pro His His 

165 170 175 

Glu Arg Cys Ser Asp Gly Asp Gly Leu Ala Pro Pro Gin His Leu He 

180 185 190 

Arg Val Glu Gly Asn Leu Tyr Pro Glu Tyr Leu Glu Asp Arg Gin Thr 

195 200 205 

Phe Arg His Ser Val Val Val Pro Tyr Glu Pro Pro Glu Ala Gly Ser 

210 215 220 

Glu Tyr Thr Thr He His Tyr Lys Tyr Met Cys Asn Ser Ser Cys Met 
225 230 235 240 

Gly Gly Met Asn Arg Arg Pro He Leu Thr He He Thr Leu Glu Asp 

245 250 255 

Ser Ser Gly Asn Leu Leu Gly Arg Asp Ser Phe Glu Val Arg Val Cys 

260 265 270 

Ala Cys Pro Gly Arg Asp Arg Arg Thr Glu Glu Glu Asn Phe Arg Lys 

275 280 285 

Lys Glu Val Leu Cys Pro Glu Leu Pro Pro Gly Ser Ala Lys Arg Ala 

290 295 300 

Leu Pro Thr Cys Thr. Ser Ala Ser Pro Pro Gin Lys Lys Lys Pro Leu 
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305 310 315 320 

Asp Gly Glu Tyr Phe Thr Leu Lys lie Arg Gly Arg Lys Arg Phe Glu 

325 330 335 

Met Phe Arg Glu Leu Asn Glu Ala Leu Glu Leu Lys Asp Ala His Ala 

340 345 350 

Thr Glu Glu Ser Gly Asp Ser Arg Ala His Ser Ser Tyr Leu Lys Thr 

355 360 365 

Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Thr Met Val Lys Lys 

370 375 380 

Val Gly Pro Asp Ser Asp 
385 390 

<210> 4 
<211> 11 
'<212> PRT 
<213> Homo sapiens 

<400> 4 

Arg Ala His Ser Ser His Leu Lys Ser Lys Lys 
1 5 10 

<210> 5 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 5 

His Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His 
15 10 

<210> 6 
<211> 11 
<212> PRT 

<213> Homo sapiens 
<400> 6 

Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu 
15 10 

<210> 7 

<211> 13 

<212> PRT 

<213> Homo sapiens 

.<400> 7 

Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys Leu 
15 10 

<210> 8 
<211> 20 
<212> PRT 

<213> Homo sapiens 
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<400> 8 

Arg Ala His Ser Ser His Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser 

15 10 15 

Arg His Lys Lys 
20 



<210> 9 
<211> 20 
<212> PRT 

<213> Homo sapiens 
<400> 9 

Ser His Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser Arg His Lys Lys 

1 _ 5 10 15 

Leu Met Phe Lys 



<210> 10 
<211> 24 
<212> PRT 

<213> Homo sapiens 
<400> 10 

Arg Ala His Ser Ser His Leu Lys Ser Lys Lys Gly Gin Ser Thr Ser 

1 5 10 15 

Arg His Lys Lys Leu Met Phe Lys 
20 



<210> 11 
<211> 25 
<212> PRT 
<213> Homo 



sapiens 



<400> 11 
Ser Arg Ala His Ser Ser His Leu 

15 
Ser Arg His Lys Lys Leu Met Phe 
20 



Lys Ser Lys Lys Gly Gin Ser Thr 
10 15 

Lys 
25 



<210> 12 
<211> 27 
<212> PRT 

<213> Homo sapiens 



<400> 12 
Gly Gly Ser Arg Ala His Ser Ser 

1 5 
Ser Thr Ser Arg His Lys Lys Leu 
20 



His Leu Lys Ser Lys Lys Gly Gin 

10 15 
Met Phe Lys 
25 



<210> 13 
<211> 11 



36 



<212> PRT 

<213> Artificial Sequence 
<22d> 

<223> Synthetic, modified from Homo sapiens p53 
<400> 13 

Lys Lys Ser Lys Leu Hie Ser Ser His Ala Arg 
15 10 

<210> 14 

<211> 8 

<212> PRT 

<213> Homo sapiens 

<400> 14 
Arg Ala His Ser Ser His Leu Lys 
1 5 

<210> 15 

<211> 6 

<212> PRT 

<213> Homo sapiens 

<400> 15 
His Leu Lys Ser Lys Lys 
i 5 

<210> 16 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 16 
His Leu Lys Ser Lys 
1 5 

<210> 17 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 17 
Leu Lys Ser Lys Lys 
1 5 

<210> 18 

<211> 6 

<212> PRT 

<213> Homo sapiens 



<400> 18 



COPY 



37 

Lys Ser Lys Lys Gly Gin 
1 5 

<210> 19 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 19 
Lys Ser Lys Lys Gly 
1 5 

<210> 20 
<211> 7 
'<212> PRT 
<213> Artificial Sequence 

<220> 

<223> synthetic, modified from human p53 

<400> 20 
Arg Ala His Ser His Leu Lys 
1 5 

<210> 21 
<211> 5 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> synthetic, modified from human p53 

<400> 21 
His Lys Ser Lys Lys 
1 5 

<210> 22 
<211> 28 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> synthetic, modified from human p53 
<400> 22 

Cys Gly Gly Ser Arg Ala His Ser Ser His Leu Lys Ser Lys Lys Gly 

^5 10 15 

Gin Ser Thr Ser Arg His Lys Lys Leu Met Phe Lys 
20 25 

<210> 23 
<211> 27 
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<212> PRT 

<213> Artificial Secpience 
<220> 

<223> synthetic, modified from human p53 
<400> 23 

Cys Gly Ser Arg Ala His Ser Ser His Leu Lys Ser Lys Lys Gly Gin 

1 5 10 15 

Ser Thr Ser Arg Hie Lys Lys Leu Met Phe Lys 
20 25 



<210> 24 
<211> 27 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> synthetic, modified from human p53 



<400> 24 
Cys Gly Gly Ser Arg Ala His Ser 

1 5 
Gin Ser Thr Ser Arg His Lys Lys 
20 



Ser His Leu Lys Ser Lys Lys Gly 

10 15 
Leu Met Lys 
25 



<210> 25 
<211> 26 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> synthetic, modified from human p53 



<400> 25 
Cys Gly Ser Arg Ala His Ser Ser 

1 5 
Ser Thr Ser Arg His Lys Lys Leu 
20 



His Leu Lys Ser Lys Lys Gly Gin 

10 15 
Met Lys 
25 



<210> 26 
<211> 1215 
<212> DNA 

<213> Homo sapiens 



<400> 26 

gaattcaacc agcagcctcc cgcgaccatg gaggagccgc agtcagatcc tagcgtcgag 60 

ccccctctga gtcaggaaac attttcagac ctatggaaac tacttcctga aaacaacgtt -120 

ctgtccccct tgccgtccca agcaatggat gatttgatgc tgtccccgga cgatattgaa 180 

caatggttca ctgaagaccc aggtccagat gaagctccca gaatgccaga ggctgctccc 240 

cccgtggccc ctgcaccagc agctcctaca ccggccgccc ctgcaccagc cccctcctgg 300 

cccctgtcat cttctgtccc ttcccagaaa acctaccagg gcagctacgg tttccgtctg 360 
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ggcttcttgc 
aagatgtttt 
ccgcccggca 
gttgtgaggc 
cagcatctta 
tttcgacata 
atccactaca 
ctcaccatca 
gtgcgtgttt 
aaaggggagc 
accagctcct 
atccgcgggc 
gatgcccagg 
aaaaagggtc 
tcagactgag 



attctgggac 
gccaactggc 
cccgcgtccg 
gctgccccca 
tccgagtgga 
gtgtggtggt 
actacatgtg 
tcacactgga 
gtgcctgtcc 
ctcaccacga 
ctccccagcc 
gtgagcgctt 
ctgggaagga 
agtctacctc 
tcgac 



agccaagtct 
gaagacctgc 
cgccatggcc 
ccatgagcgc 
aggaaatttg 
accctatgag 
taacagttcc 
agactccagt 
tgggagagac 
gctcccccca 
aaagaagaaa 
cgaaatgttc 
gccagggggg 
ccgccataaa 



gtgacttgca 
cctgtgcagc 
atctacaagc 
tgctcagata 
cgtgtggagt 
ccgcctgagg 
tgcatgggcg 
ggt^atctac 
cggcgcacag 
gggagcacta 
ccactggatg 
cgagagctga 
agcagggctc 
aaactcatgt 



cgtactcccc 
tgtgggttga 
agtcacagca 
gcgatggtct 
atttggatga 
ttggctctga 
gcatgaaccg 
tgggacggaa 
aggaagagaa 
agcgagcact 
gagaatattt 
atgaggcctt 
actccagcca 
tcaagacaga 



tgccctcaac 
ttccacaccc 
catgacggag 
ggcccctcct 
cagaaacact 
ctgtaccacc 
gaggcccatc 
cagctttgag 
tctccgcaag 
gcccaacaac 
cacccttcag 
ggaactcaag 
cctgaagtcc 
agggcctgac 



420 
480 
540 
600 
660 
720 
780 
840 
900 
960 
1020 
1080 
1140 
1200 
1215 



<210> 27 

<211> 27 

<212> DNA 

<213> Homo sapiens 



<400> 27 
gagagcccca gttaccataa ctactct 



27 



<210> 28 

<211> 30 

<212> DNA 

<213> Homo sapiens 

<400> 28 

atcacgtgat atcacgtgat atcacgtgat 

<210> 29 

<211> 26 

<212> DNA 

<213> Homo sapiens 

<400> 29 
cccgaacatg tcccaacatg ttgggg 

<210> 30 

<211> 30 

<212> DNA 

<213> Homo sapiens 



30 



26 



<400> 30 

tcgagcatgt tcgagcatgt tcgagcatgt 

<210> 31 

<211> 30 

<212> DNA 

<213> Homo sapiens 



30 



40 



<400> 31 

ccgggcatgt ccgggcatgt ccgggcatgt 

<210> 32 
<211> 5 
<212> PRT 

<213> Homo sapiens 

<400> 32 
Lya Ser Lys Lys Gin 
1 5 

<210> 33 
^<211> 8 
'<212> PRT 

<213> Ar-tificial Sequence 

<220> 

<223> synthetic, modified from human p53 

<4d0> 33 
Arg Ala His Ser Ser His Lys Lys 
1 5 

<210> 34 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> synthetic, modified from human p53 

<400> 34 
His Leu Lys Ser Arg His 
1 5 

<210> 35 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<400> 35 
tggcatgtca tggcatgtca 



